Background: With the capacity to modulate gene networks in an environmentally-sensitive manner, the role of epigenetic systems in mental disorders has come under intense investigation. Dysregulation of epigenetic effectors, including microRNAs and histone-modifying enzymes, may better explain the role of environmental risk factors and the observed heritability rate that cannot be fully attributed to known genetic risk alleles. Here, we aimed to identify novel epigenetic targets of the schizophrenia-associated microRNA 132 (miR-132). Methods: Histone modifications were quantified by immunodetection in response to viral-mediated overexpression of miR-132 while a luminescent reporter system was used to validate targets of miR-132 in vitro. Genome-wide profiling, quantitative PCR and NanoSting were used to quantify gene expression in post-mortem human brains, neuronal cultures and prefrontal cortex (PFC) of mice chronically exposed to antipsychotics. Following viral-mediated depletion of Enhancer of Zeste 1 (EZH1) in the murine PFC, behaviors including sociability and motivation were assessed using a 3-chambered apparatus and forced-swim test, respectively. Results: Overexpression of miR-132 decreased global histone 3 lysine 27 tri-methylation (H3K27me3), a repressive epigenetic mark. Moreover, the polycomb-associated H3K27 methyltransferase, EZH1, is regulated by miR-132 and upregulated in the PFC of schizophrenics. Unlike its homolog EZH2, expression of EZH1 in the murine PFC decreased following chronic exposure to antipsychotics. Viral-mediated depletion of EZH1 in the mouse PFC attenuated sociability, enhanced motivational behaviors, and affected gene expression pathways related to neurotransmission and behavioral phenotypes. Conclusions: EZH1 is dysregulated in schizophrenia, sensitive to antipsychotic medications, and a brain-enriched miR-132 target that controls neurobehavioral phenotypes.
Introduction
Schizophrenia is a disorder involving cognitive deficits, social withdrawal and psychosis that affects approximately 1% of the population (McGrath et al., 2008) . With estimated concordance rates for monozygotic twins ranging from 40 to 65% (Cardno and Gottesman, 2000; Lewis and Lieberman, 2000) , much research in schizophrenia has focused on elucidating underlying genetic predispositions. Risk alleles within genes known to regulate neuroplasticity suggest that schizophrenia is a neurodevelopmental disorder characterized by dysregulated synaptic connectivity (Harrison and Weinberger, 2005) . However, environmental factors including prenatal complications, substance abuse, and early life trauma also contribute to the etiology of schizophrenia (Brown, 2011; Heim et al., 2010; Bale et al., 2010; Read et al., https://doi.org/10.1016/j.nbd.2018.08.005 Received 12 February 2018; Received in revised form 7 July 2018; Accepted 8 August 2018
